Comment on the letter of Drs De Block end De Potter  by Konings, Frank
Volume 222, number 2 FEB 05160(2) October 1987 
Answer  
Comment on the letter of Drs De Block end De Potter 
Frank Konings 
Janssen Research Foundation, B-2340 Beerse; Belgium 
Received 20 August 1987 
Most of the work referred to in the letter of Drs 
De Block and De Potter was performed in the 
period between 1980 and 1984. From 1984 on, the 
laboratory began to encounter difficulties in 
reproducing the basic interaction between 
chromaffin granules (CG) and plasma membranes 
(PM). These fundamental problems made a fur- 
ther exploration of the properties of this putative 
model system for exocytosis impossible. Apart 
from artificial CG lysis induced by remaining 
sucrose from the preparative PM gradient cen- 
trifugation, no specific CG-content release by PM 
could be demonstrated. Other laboratories, in 
which the CG-PM interaction was tested, reported 
similar problems. Several co-workers, including 
myself, who belonged to the original team and who 
were involved in the earlier CG-PM experiments 
recently tried to reproduce the original system 
without much success. 
Drs De Block and De Potter's conclusion that all 
the original observations were, in one way or 
another, induced by an artificial osmotic 
phenomenon may be too simplistic. The ex- 
perimental conditions necessary for a successful 
CG-PM interaction are apparently more complex 
than originally perceived. For example, the fact 
that the original homogenization system is no 
longer present in the laboratory may result in a PM 
preparation with a different ratio of right-side-out 
vesicles, inside-out-vesicles and membrane sheets 
as compared to the original preparations. Since the 
experimental set-up only monitors the interaction 
between CG and PM sheets or 'leaky' inside-out 
vesicles, this may already have a significant 
impact. 
However, I do agree with Drs De Block and De 
Potter that the cell-free CG-PM interaction cannot 
be proposed as a universal model system for ex- 
ocytosis. Whatever the cause of the recent 
reproducibility problems, an artifact or an in- 
herent 'fragility' of the experimental system, a 
model system which cannot be used in practice at 
all times and all places is not very useful for the 
study of the molecular mechanism of exocytosis. 
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